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hCaspase-12 
KW-Ap 
KW-Bp 
KW-Cp 
KW-Dp 
KW-Ep 
KW-Fp 
KW-Gp 
KW-Hp 
KW-Ip 
KW-Jp 
KW-Kp 



hCaspase-12 
KW-Ap 
KW-Bp 
KW-Cp 
KW-Dp 
KW-Ep 
KW-Fp 
KW-Gp 
KW-Hp 
KW-Ip 
KW-Jp 
KW-Kp 



hCaspase-12 
KW-Ap 
KW-Bp 
KW-Cp 
KW-Dp 
KW-Ep 
KW-Fp 
KW-Gp 
KW-Hp 
KW-Ip 
KW-Jp 
KW-Kp 



hCaspase-12 
KW-Ap 
KW-Bp 
KW-Cp 
KW-Dp 
KW-Ep 
KW-Fp 
KW-Gp 
KW-Hp 
KW-Ip 
KW-Jp 
KW-Kp 



201 

FMSHGILNGI 
FMSHSILNGI 
FMSHSILNGI 



CGTKHWDQEP 
CGTKHWDQEP 
CGTKHWDQEP 



DVLHDDTIFE 
DVLHDDTIFE 
DVLHDDTIFE 



IFNNRNCQSL 
IFNNRNCQSL 
IFNNRNCQSL 



250 

KDKPKVIIMQ 
KDKPKVIIMQ 
KDKPKVIIMQ 



SILNGI CGTKHWDQEP DVLHDDTIFE IFNNRNCQSL KDKPKVIIMQ 

FMSHSILNGI CGTKHWDQEP DVLHDDTIFE IFNNRNCQSL KDKPKVIIMQ 



FMSHSILNRI CGTKHWDQEP DVLHDDTIFE IFNNRNCQSL KDKPK 

FMSHSILNGI CGTKH 

FMSHSILNGI CGTKHWDQEP DVLHDDTIFE IFNNRNCQSL KDKPKVIIMQ 



251 300 
ACRGNGAG IV WFTTDSGKAS ADTHGRLLQG N I CNDAVTKA HVEKDFIAFK 
ACRGNGAGIV WFTTDSGKAS ADTHGRLLQG N I CNDAVTKA HVEKDFIAFK 
ACRGNGAG I V WFTTDSGKAS ADTHGRLLQG N I CNDAVTKA HVEKDFIAFK 

GAG IV WFTTDSGKAS ADTHGRLLQG N I CNDAVTKA HVEKDFIAFK 

GAG IV WFTTDSGKAS ADTHGRLLQG N I CNDAVTKA HVEKDFIAFK 

ACRG 

AC 

GAG IV WFTTDSGKAS ADTHGRLLQG N I CNDAVTKA HVEKDFIAFK 

GAG IV WFTTDSGKAS ADTHGRLLQG N I CNDAVTKA HVEKDFIAFK 

GAG IV WFTTDVEKAS ADTHGRLLQG N I CNDAVTKV HVEKDFIAFK 



ACRGNGAG IV WFTTDSGKAS ADTHGRLLQG N I CNDAVTKA HVEKDFIAFK 

301 350 
SSTPHNVSWR HETNGSVFIS QIIYYFREYS WSHHLEEIFQ KVQHSFETPN 
SSTPHNVSWR HETNGSVFIS QIIYYFREYS WSHHLEEIFQ KVQHSFETPN 

SSTP VQHSFETPN 

SSTPHNVSWR HETNGSVFIS QIIYYFREYS WSHHLEEIFQ KVQHSFETPN 
SSTP VQHSFETPN 



SSTP VQHSFETPN 

SSTPHNVSWR HETNGSVFIS QIIYYFREYS WSHHLEEIFQ KVQHSFETPN 
SSTP VQHSFETPN 



SSTPHNVSWR HETNGSVFIS QIIYYFREYS WSHHLEEIFQ KVQHSFETPN 



351 374 
ILTQLPTIER LSMTRYFYLF PGN* 
ILTQLPTIER LSMTRYFYLF PGN* 
ILTQLPTIER LSMTRYFYLF PGN* 
ILTQLPTIER LSMTRYFYLF PGN* 
ILTQLPTIER LSMTRYFYLF PGN* 





ILTQLPTIER 
ILTQLPTIER 
ILTQLPTIER 


LSMTRYFYLF 
LSMTRYFYLF 
LSMTRYFYLF 


PGN* 
PGN* 
PGN* 


ILTQLPTIER 


LSMTRYFYLF 


PGN* 
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La_aln 

Human Caspase-12 compared to Mouse Caspase-12 with CARD domain, ICE-p2 0 domain, 
ICE-plO domain and Active-site amino acids described. 



hCaspase-12 MA PEKPSNGVLVHMVKLL I KTFLDGI FPPLMENNVLNT PE I HL I GKCLKF WSNAENL VP 60 
mCaspase-12 MA ARRTHERPP I YKI KGLAKDMLDGVFDDLVEKNVLNGP ELLKI GES AS F I LNKAENLVE 60 



* .**+.*★**.*.+*** **. ** 



. ***** . 



hCaspase-12 PITETAQI AGKIFREHLWNSKKQLS 85 

mCaspase- 12 NFLEKTD ^GKIFAG HIANSQEQLSLQFSNDEDDGPOKICTPSSPSESKRKVEDDEMEVia 12 0 
:: *.:::***** *: ** :: *** TautO catalytic 

hCaspase -12 SALLEIQGAQPSGKLKLCPHAHFHELKTKRADEIYPVMEKER RTCLAIjN 134 

mCaspase -12 AGLAHESHLMLTAPHGLQS SEVQPTLKLCPRPQFCKI KTERAKE I YPVMEKEG RTRLAL I 180 

;* •* ****★. .* ********* ** *** 



Tcalpain 



tcalpain 



hCaspase -12 IRNKEFNYLHNRNGSELDLLGMRDLLENLGYSVVIKENLTAQEMETALROFAAHPEHOSS 194 

mCaspase-12 I CNKKFD YL FPRPNAPTP I LNMOELLENLGYS WLKENLTAQEMETELMOFAGRPEHOS S 240 
* *★.*.**.*... *.**..**********.*********** * ********** 

hCaspase-12 DSTFLVFMSHGILNGICGTKHWDOEPDVLHDDTIFEIFNNRNCOSLKDKPKVIIMOACRG 254 

mCaspase-12 PS TFLVFMSHG I LEG I CGVKHRNKKPPVLHPPTI FKI FNNSNCRSLRNKPKI L IMOACRG 300 
******************** ...*********★.**★* **.**..★*★..******* 

hCaspase - 12 NGAGIV WFTTPSGKASAPTHGRLLQGNICNPAVTKAHVEKPFIAFKSSTPHNVSWRHETN 314 

mCaspase- 12 RYNGT lWSTNKGIATAPTPEERVTiSCKmiNSITKAHVETPFIAFKSSTPHNISWKVGKT 360 



* - * . * . * * . * * * 



****** ************.**. 



Tauto catalytic 



hCaspase - 12 GSVFISjyjXXXR^^ 373 
mCaspase - 12 GSLFI SjgjJ^CF^^ 419 
**.***..* ★..* * .****★*.***★**★ * ***.*****.************ 



Legend for Domains as calculated by PFAM 
CARD Domain xxxxxxx 
ICE-p20 Domain yyyyyyy 
ICE-plO Domain zzzzzzz 

Active-Site Residues: h. . . c 

Calpain and Auto-catalytic cleavage sites determined for Mouse Caspase- 1 2 



FIGURE 3 



H12_a_-1 

CLUSTAL W (1.7) multiple sequence alignment 

h_Caspase-3 

h_Caspase-7 

hCaspase - 12 - - - MADE 

m_Caspase-12 MAAR 

h_Caspase-4 MAEG 

h_Caspase-13 MAED 

h_Caspase-5 MFKGILQSGLDNFVINHMLKNNVAGQTSIQTLVPNTDQKSTSVKKD 

h_Caspase-l MAD 

h_Caspase-6 

h_Caspase-8 MDFSRNL.YDIGEQLDSEDLASLKFLSLDYIPQRKQEPIKDALM 

h_Caspase - 1 0 MKSQGQHWYSSSDKNCKVSFREKLLIIDSNLGVQDVENLKFLCIGLVPNKKLEKSSSASD 

h_Caspase-9 MDE 

h_Ca spase-2 MAADRGRR I LGVCGM 

h_Caspase-14 

h__Caspase-3 

h_Caspase-7 

h_Casp as e - 1 2 KP SNGVLVHMVK LLIKTFLDGI - - FDDLMENKVLNTDEIHL IGKCL - KFWSNAEM 

m_Caspase-12 RTHERDPIYKIK GLAKDMLDGV- -FDDLVEKNVLNGDELLKIGESA-SFILNKAEN 

h_Caspase - 4 N - HRKKPLKVLE SLGKDFLTGV - - LDNLVEQNVLNWKEEEKKKYYD - AKTEDKVRV 

h_Caspase-13 K-HNKNPLKMLE SLGKELISGL- - LDDFVEKNVLKLEEEEKKKI YD - AKLQDKARV 

h_Caspase - 5 N - HKKKTVKMLR YLGKDVLHGV- - FNYLAKHDVLTLKEEEKKKYYD -AKIEDKALI 

h_Caspase-l KVLKEKRKLFIR SMGEGTINGL- -LDELLQTRVLNKEEMEKVKREN-ATVMDKTRA 

h_Caspase-6 

h_Caspase-8 LFQRLQEKRMLEESNLSFLKELLFRINRLDLLITYLNTRKEEMERELQTPGRAQISAYRV 

h_Caspase-10 VFEHLLAEDLLSEEDPFFLAELLYI IR - QKKLLQHLNCTKEEVERLLPTR - - QRVSLFRN 

h_Caspase-9 ADRRLLRRCRLR LVEELQVDQLWDALLSSELFRPHMIEDIQRAGSGSRRDQARQ 

h_Caspase-2 HPHHQETLKKNR WLAKQLLLSELLEHLLEKDIITLEMRELIQAKV- -GSFSQNVE 

h_Caspase-14 

h_Caspase-3 MENTEN SVDSK- SIKNLEPKI IH GSE 

h_Caspase-7 MADDQGC I EEQG VEDS ANED SVDAKPDRSSFVPSLFS KKKKN 

h_Casp a s e - 1 2 LVDDITETAQ I AGKI FREHLWNS KKQL S S ALL - -EI QGAQ PSG K 

m_Caspase-12 LVENFLEKTDMAGKI FAGHI ANS QEQLSLQFSNDEDDGPQKICTPSSPSESKRKV 

h_Caspase-4 MADSMQEKQRMAGQMLLQTFFNID QI S PNKKAHPNME AG PP ESGES 

h_Caspase - 1 3 LVDS IRQKNQEAGQVFVQTFLNID KNSTS I KAPEETVAGPD ESVGS 

h_Ca sp a S e - 5 LVDSLR - KNRVAHQMFTQTLLNMD QKI TS VKPLLQ I EAGPP ESAES 

h_Caspase-l LIDSVIPKGAQACQICITYICEEDS YLAGTLGLS ADQTSGN YLNMQDSQG VLS S FPA 

h_Ca sp a se-6 MS S AS GLRRGH P AGGE EN 

h_Caspase-8 ML YQ I SEEVSRSELRS FKFLLQEE I S KCKLDDDMNLLD I FI EMEKRV I LGEGKLD ILKRV 

h_Caspase-10 LLYELSEGIDSENLKDMIFLLKDSLP-KTEMTSLSFLAFLEKQGK IDEDNLTCLEDL 

h_Caspase-9 LIIDLETRGSQALPLFISCLEDTG QDMLAS FLRTNRQAAKLS KPTLENLTP WLRP 

h_Caspase-2 LLNLLPKRGPQAFDAFCEALRETKQGHLEDMLLTTLSGLQHVLPPLSCDYDLSLPFPVCE 

h_Caspase-14 
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h_Caspase- 3 
h_Caspase - 7 
h_Caspase-12 
m_Caspase -12 
h_Caspase -4 
h_Caspase- 13 
h_Caspase-5 
h_Caspase - 1 
h_Caspase-6 
h_Caspase-8 
h_Caspase - 10 
h_Caspase- 9 
h_Caspase-2 
h_Caspase- 14 



SMDS- -GISLDN 

VTMRS - - I KTTRDRVPTY 

LKLCPHAHFHELKTKRADE 

EDDEMEVNAGLAHES- -HLM LTAPHGLQSSEVQDTLKX.CPRDQFCKI KTERAKE 

TDALKLCPHEEFLRLCKERAEE 

AATLKLCPHEEFLKLCKERAGE 

TNILKLCPREEFLRLCKKNHDE 

PQAVQD NPAMPTSSGSEGNVKLCSLEEAQRIWKQKSAE 

MTETDAFYKREMFDPAE 

CAQINKSLLKI INDY- -EEFSKERSSSLEGSPDEFSNGEELCGVMTISDSPREQDSE 

CKTWPKLLRNIEKYKREKAIQIVTPPVDKEAESYQGEEELVSQTDVKTFLEALPQESWQ 

EIRK PEVLRPETPRPVD IGSGGFGDVGAL.ES LRGNAD - - 

SCPLYKKLR LSTDTVEHSLDNKDGPVCLQVKPCTPEFYQTHFQ- - 



h_Caspase - 3 SYKMDYPEMGLCI I INNKN 

h_Caspase- 7 QYNMNFEKLGKCI I INNKN 

h_Caspas e -12 I YPVMEKERRTCLALNIRN 

m_Caspase - 12 1 YPVMEKEGRTRLALI ICN 

h_Caspase-4 IYPIKERNNRTRLALIICN 

h_Caspase-13 1 YPIKERKDRTRLALI ICN 

h_Caspase - 5 - 1 YP I KKR EDRRRLAL 1 1 CN 

h_Caspase-l IYPIMDKSSRTRLALIICN 

h_Caspase-6 KYKMDHRRRG I AL I FNHER 

h_Caspas e - 8 SQTLDKVYQMKSKPRGYCLI INNHN 

h__Caspase - 1 0 NKHAGSNGNRATNGAPSLVSRGMQGASANTLNSETSTKKAAVYRMNRNHRGLCVIVNNHS 

h_Caspase -9 LAYILSMEPCGHCLI INNVN 

h_Caspas e - 2 LAYRLQSRPRGLALVLSNVH 

h_Caspase-14 MSNPRSLEEEKYDMSGARLA 



h_Caspase-3 

h_Caspase -7 

h_Caspase- 12 

m_Caspas e - 12 

h_Caspase-4 

h_Caspase-l3 

h_Caspase-5 

h_Caspase -1 

h_Caspase-6 

h_Caspase-8 

h_Caspase-10 

h_Caspase- 9 

h_Caspase-2 

h_Caspase-14 



FH KSTGMTSRSGTDVDAANLRETFRNLKYEVRNK-NDLTREEIVELMRDVSKE 

FD KVTGMGVRNGTDKDAEALFKCFRSLGFDVIVY-NDCSCAKMQDLLKKASEE 

K EFNYLHNRNGSELDLLGMRDLLENLGYSWIKENLTAQEMETALRQFAAHP 

K KPDYLFDRDNADTDILNMQELLENLGYSWLKENLTAQEMETELMQFAGRP 

x EFDHLPPRNGADFDITGMKELLEGLDYSVDVEENLTARDMESALRAFATRP 

T EFDHMPPRNGAALDILGMKQLLEGLGYTVEVEEKLTARDMESVLWKFAARE 

T KFDHLPARNGAHYDIVGMKRLLQGLGYTVVDEKNLTARDMESVLRAFAARP 

E EFDSIPRRTGAEVDITGMTMLLQNLGYSVDVKKNLTASDMTTELEAFAHRP 

FF WHLTLPERRRTCADRDNLTRRFSDLGFEVKCFNDLKAEELLLKIHEVSTVS 

FAKARE KVPKLHS I RDRNGTHLDAGALTTTFEELHFE I KPH - DDCTVEQ I YE ILKIYQLM 

F TSLKDRQGTHKDAEILSHVFQWLGFTVHIHNNVTKVEMEMVLQKQKCNP 

FCR E - SGLRTRTGSNIDCEKLRRRFSS PHFMVEVKGDLTAKKMVLALLELAQQD 

FTG EKELEFRSGGDVDHSTLVTLFKLLGYDVHVLCDQTAQEMQEKLQNFAQLP 

L ILCVTKAREGSEEDLDALEHMFRQLRFESTMKRDPTAEQFQEELEKFQQAI 
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h_Caspase-3 

h__Caspase-7 

h_Caspase-12 

m_Caspase- 12 

h_Caspase-4 

h_Caspase- 13 

h_Caspase-5 

h_Caspase-l 

h_Caspase-6 

h_Caspase-8 

h_Caspase- 10 

h_Caspase-9 

h_Caspase-2 

h_Caspase- 14 



D--HSKRSSFVCVLLSHGEEG IIFGTNG PVDLKKITNFFRGDRCRSL 

D- - HTNAACFACI LLSHGEEN VIYGKDG VTPI KDLTAHF RGDRCKTL 

E--HQSSDSTFLVFMSHGILN GICGTKHWDQEPDVLHDDTIFEIFNNRNCQSL 

E--HQSSDSTFLVFMSHGILE GICGVKHRNKKPDVLHDDTI FKIFNNSNCRSL 

E--HKSSDSTFLVLMSHGILE GICGTVHDEKKPDVLLYDTI FQI FNNRNCLSL 

E- -HKSSDSTFLVFMSHGILD GICGTMHSEEEPDVLPYDTIFRTFNNRNCLSL 

E--HKSSDSTFLVLMSHGILE G I CGTAHKKKKPDVLL YDT I FQI FNNRNCLS L 

E--HKTSDSTFLVFMSHGIRE GICGKKHSEQVPDILQLNAI FNMLNTKNCPSL 

HADADCFVCVFLSHGEGN HIYAYDA KIEIQTLTGLFKGDKCHSL 

D- -HSNMDCFICCILSHGDKG IIYGTDG QEAPIYELTSQFTGLKCPSL 

A- -HADGDCFVFCILTHGRFG AVYSSDE ALIPIREIMSHFTALQCPRL 

. - -HGALDCCVWILSHGCQASHLQFPGAVYGTDG CPVSVEKIVNIFNGTSCPSL 

A _ . HRVTDSC I VALLSHGVEG AIYGVDG KLLQLQEVFQLFDNANC PS L 

DSREDPVSCAFWLMAHGREG FLKGEDG EMVKLENLFEALNNKNCQAL 



u? 



h_Caspase- 3 

h_Caspase-7 

h_Caspas e - 12 

m_Caspase-12 

h_Caspase-4 

h_Caspase-13 

h_Caspase-5 

h_Caspase-l 

h_Caspase-6 

h_Caspase-8 

h_Caspase-10 

h_ Caspase-9 

h_Caspase-2 

h_Caspase-14 



TGKPKLFI IQACRGT- -ELDCGIETDSG VDDDMAC HKIP 

LEKPKLFF IQACRGT - -ELDDGIQADSG -PINDTDANPR YKIP 

KDKPKVI IMQ ACRGN - -GAGIVWFTTD SGKASADTHG-RLLQGNIC- -NDAVTKA 

RNKPKI L I MQACRGR - - YNGT I WVSTN KG I ATADTDEERVLS CKWNNS I TKA 

KDKPKVI I VQACRGA- -NRGELWVRDSP ASLEVASSQSSENLE EDAVYKT 

KDKPKVI I VQACRGA--NRGELWVSDSP PAJUADSFSQSSENLE EDAVYKT 

KDKPKVI I VQACRGE- -KHGELWVRDSP ASLAVISSQSSENLE ADSVCKI 

KDKPKVI I IQACRGD - -SPGWWFKDSV GVSGNLSLPTTEEFE DDAIKKA 

VGKPKIFI IQ ACRGN - -QHDVPVIPLDV VDNQTEKLDTNI TEVD AASVYTL 

AGKPKVF F I Q ACQGDN YQKG I PVETDS EEQP YLEMDLS S PQTRY I 

AEKPKLFF IQACQGEE IQPSVS IEADALN PEQAPTSLQ DSI 

GGKPKLFFIQACGGEQKDHGFEVASTSPEDESPGSNPEPDATPFQEGLRTFDOLDAISSL 

QNKPKMFFIQACRGDETDRGVDQQDGKN HAGSPGCEESDAGKE KLPKMRL 

RAKPKVY 1 1 QACRGEQRDPGETVGGDE IVMVIKDSP QTI 



h_Caspase-3 

h_Caspase-7 

h_Caspase-12 

m_Caspase-12 

h_Caspase-4 

h — Caspase-13 

h_Caspase-5 

h_Caspase-l 

h_Caspase-6 

h_Caspase-8 

h_Caspase-10 

h_Caspase-9 

h_Caspase-2 

h_Caspase-14 



VDA - DFL YAYSTAPG YYS WRNS KDGS WF I QSLCAMLKQYA - DKLEFMH I LTR VNRKVATE 
VEA - DFLF AYSTVPG Y YS WRS PGRGS WFVQALCS I LEEHG -KDLEIMQI LTRVNDR VARH 

HVEKDFIAFKSSTPHNVSWRHETNGSVFISQIIYYFREYS-WSHHLEEIFQ KVQHS 

HVETDF I AFKS STPHN I SWKVGKTGS LFISKLI DC FKKYC -WCYHLEEI FR KVQHS 

HVEKDFIAFCSSTPHNVSWRDSTMGS IFITQLITCFQKYS - WCCHLEEVFR KVQQS 

HVEKDF IAFCS STPHNVS WRD I KKGSLF ITRL ITCFQKYA - WCCHLEEVFR KVQQS 

HEEKDFIAFCSSTPHNVSWRDRTRGSIFITELITCFQKYS -CCCHLMEIFR KVQKS 

HIEKDFIAFCSSTPDNVSWRHPTMGSVFIGRLIEHMQEYA-CSCDVEEIFR KVRFS 

PAGADFLMCYSVAEGYYSHRETVNGSWYIQDLCEMLGKYG-SSLEFTELLTLVNRKVSQR 

PDEADFLLGMATVNNCVSYRNPAEGTWYIQSLCQSLRERCPRGDDILTILT EVNYE 

PAEADFLLGLATVPGYVSFRHVEEGSWYIQSLCNHLKKLVPRMLKFLEKTM EIRGR 

PTPSDIFVSYSTFPGFVSWRDPKSGSWYVETLDDIFEQWA-HSEDLQSLLL RVANA 

PTRSDMI CG YACLKGTAAMRNTKRGS WY I EALAQVFSERA - CDMHVADMLVKVN - AL I KD 
PTYTDALHVY S TVEGY I AYRHDQKGS CF I QTLVDVFTKRK GH I LELLT EVTRR 
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h_Caspase-3 

h_Caspase-7 

h_Caspase-12 

m_Caspase-12 

h — Caspase-4 

h_Caspase-13 

h_Caspase-5 

h_Caspase-l 

h_Caspase-6 

h_Caspase-8 

h_Caspase-10 

h_Caspase-9 

h_ Caspase-2 

h_Caspase-14 



FESFSFDATFHAKKQIPCIVSMLTKE- -LYFYH 

FESQSDDPHFHEKKQIPCWSMLTKE- -LYFSQ 

PET PNILTQLPTIERLSMTRYF- -YLFPGN 

FEV PGELTQMPTIERVSMTRYF-- YLFPGN 

FET PRAKAQMPTIERLSMTRYF- -YLFPGN 

FEK PNVKAQMPTVERLSMTRYF- -YLFPGN 

FEV PQAKAQMPTIERATLTRDF- -YLFPGN 

FEQ PDGRAQM PTTER VTLTR C F - -YLFPGH 

RVDFCKDPS AIGKKQVPCFAS MLTKK - - LHFFPKSN - 

VSN- -KDDKKNMGKQMPQPTFTLRKK- -LVFPSD 

KRTVWG - AKQI SATSLPTAI SAQTPRPPMRRWSS VS - 

VSV KGIYKQMPGCFNFLRKK- -LFFKTS 

REGYAPGTE FHRCKEMS EYCSTLCRH - L YLFPGHPPT 
MAEAELVQEGKARKTNPEIQSTLRKR- -LYLQ 



Legend : 

i Active-site Residues 
* Identical Residues 
: Conservative Substitution 
Allowable Substitution 
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H12_b_~l 

CLUSTAL W (1.7) multiple sequence alignment 



h Caspase-4 ' MAEGN -HRKKPLKVLESL 

h~Caspase-5 MFKGILQSGLDNFVINHMLKNNVAGQTSIQTLVPNTDQKSTSVKKDN-HKKKTVKMLEYL 

h~Caspase- 13 MAEDK-HNKNPLKMLESL 

h~Caspase-12 MADEKPSNGVLVHMVKLL 

h~Caspase-l MADKVLKEKRKLFIRSM 

h_Caspase-4 GKDFLTGVLDNLVEQNVLNWKEEEKKKYYDAKTEDKVRVMADSMQEKQRN1AGQMLLQTFF 

h_Caspase-5 GKDVLHGVFNYIxAKHDVIjTLKEEEKKKYYDAKIEDKALiILVDSLR - KNRVAHQMFTQTLL 

h_Caspase-13 GKELISGLLDDFVEKNVLKLEEEEKJCKIYDAKLQDKARVLVDSIRQKNQEAG 

h_Caspase - 12 IKTFLDGIFDDLME NNVLNTDEIHLIGKCLKFWSNAENLVDDI TETAQI AGKIFREHLW 

h_Caspase-l GEGT INGLLDELLQTRVLNKEEMEKVKRENATVMDKTRAL IDS VI PKGAQACQ I C I TY I C 

:*::::: **..*. .:. . *:: t 

h__Caspase-4 N IDQISPNKKAHPNMEAG- -PPESGESTDALKLCP 

h_Caspase - 5 N MDQKITSVKPLLQIEAG- - PPESAESTNI LKLCP 

h_Caspas e -13 N IDKNSTS IKAPEETVAG - - PDES VGSAATLKLCP 

h_Caspase-12 N SKKQLSS - -ALLEIQGA- - QP - SGK LKLCP 

h_Caspase-l EEDSYLAGTLGLSADQTSGNYLNMQDSQGVLSSFPAPQAVQDNPAMPTSSGSEGNVKLCS 

★ . * * * 

h_Caspase-4 HEEFLRLCKERAEEIYPIKERNNRTRLALIICNTEFDHLPPRNGADFDITGMKELLEGLD 

h_Caspase-5 REEFLRLCKKNHDE I YP I KKREDRRRLALI I CNTKFDHLPARNGAHYDI VGMKRLLQGLG 

h_Caspase-13 HEEFLKLCKERAGE I YP I KERKDRTRLALI I CNTEFDHMPPRNGAALD I LGMKQLLEGLG 

h_Caspase - 12 HAHFHELKTKRADEIYPVMEKER RTCLALNIRNKEFNYLHNRNGSELDLLGMRDLLENLG 

h_Caspase-l LEEAQRIWKQKSAEIYPIMDKSSRTRLALIICNEEFDSIPRRTGAEVDITGMTMLLQNLG 

. . ^ ★***. >:> * *** * * : * : : *.*: * : ** **:.*. 

h_Caspase-4 YSVDVEENLTARDMESALRAFATRPEHKSSDSTFLVLMSHGILEGICGTVHDEKKPDVLL 

h_Caspase-5 YTVVDEKNLTARDMESVLRAFAARPEHKSSDSTFLVLMSHGILEGICGTAHKKKKPDVLL 

h_Caspase-13 YTVEVEEKLTARDMESVLWKFAAREEHKSSDSTFLVFMSHGILDGICGTMHSEEEPDVLP 

h_Caspase-12 YSWIKENLTAOEMETALROFAAHPEHOSSDSTFLVFMSHGILNGICGTKHWDOEPDVLH 

h_Caspase - 1 YS VDVKKNLTASDMTTELEAFAHRPEHKTSDSTFLVFMSHG IREG I CGKKHS EQVPD I LQ 

★ ...*** * * * • *★..***★★**.★**★★ . + * ★ * ^ * . * * . * 

h_Caspase-4 YDTIFQIFNNRNCLSLKDKPKVIIVQACRGANRGELWVR-DSPASLEVASSQSSE-NLEE 

h_Caspase-5 YDTIFQIFNNRNCLSLKDKPKVIIVQACRGEKHGELWVR-DSPASLAVISSQSSE-NLEA 

h_Caspase-13 YDTIFRTFIOTRNCLSLKDKPKVIIVQACRGANRGELWVS-DSPPAIjADSFSQSSE-NLEE 

h_Caspase-12 DDTIFEIFNNRNCQSLKDKPKVIIMOACRGNGAGI VWFTTDSGKASADTHGRLLQGNICN 

h_Caspase - 1 LNAIFNMLNTKNCPSLKDKPKVI I IQACRGDSPGWWFK-DSVGVSGNLSLPTTE - EFED 

h_Caspase-4 DAVYKTHVEKDFIAFCSSTPHNVSWRDSTMGSIFITQLITCFQKYSWCCHLEEVFRKVQQ 

h_Caspase-5 DSVCKIHEEKDFIAFCSSTPHNVSWRDRTRGSIFITELITCFQKYSCCCHLMEIFRKVQK 

h_Caspase-13 DAVYKTHVEKDFIAFCSSTPHNVSWRDIKKGSLFITRLITCFQKYAWCCHLEEVFRKVQQ 

h_Caspase- 12 ^bYJ^^^J^JJJ^Z^^T E HNV S W R H E T N G S VJJ_S_Q.^I Y Y F R EYSWSHHLE E J F£KVQH 

h_Caspase-l DAIKKAHIEKDFIAFCSSTPDNVSWRHPTMGSVFIGRLIEHMQEYACSCDVEEIFRKVRF 

* . . * * ******* **★*_***★*_ ★*.*★ :::*: . * : * : * * : 



h_Caspase-4 SFETPRAKAQMPTIERLSMTRYFYLFPGN 
h_Caspase-5 SFEVPQAKAQMPTIERATLTRDFYLFPGN 
h_Caspase - 13 SFEKPNVKAQMPTVERLSMTRYFYLFPGN 
h_Caspase - 12 S F E T P NI JjJ^I^PXI_E R L S M TR Y F Y L F P GN 

h_Caspase - 1 SFEQPDGRAQMPTTERVTLTRCFYLFPGH 

★** * .*.** ..** ******* 
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FIGURE 5 



CARD domain ICE-P20 Domain ICE- P_1__0_ .Domain Active-site Residues 
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